Art Unit 
Examiner 
Serial No. 
Filed 
Inventors 

Title 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
■ 1614 ^-^r^T^^ 



09/704,319 
November 2, 2000 
Hiroo Kumagai 
Takao Saruta 
METHOD OF 
EXAMINING DISEASE 




36th Floor 
1600 Market Street 
Philadelphia, PA 19103 

Docket: 1514-00 



Dated: January 29, 2001 



Assistant Commissioner for Patents 
Washington, DC 2023 1 

Sir: 

We submit herewith the certified copy of Japanese P.t.nt a v ■ 

"I Japanese Patent Application No. 2000- 
135043, filed May 8, 2000, the priority of which is hereby claimed. 

Respectfully submitted, 

Austin R. Miller 
Reg. No. 16,602 
Attorney for Applicants 

ARM:sl 
(215) 563-1810 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Art Unit 
Examiner 
Serial No. 
Filed 
Inventors 

Title 



1614 

09/704,319 
November 2, 2000 
Hiroo Kumagai 
Takao Saruta 
METHOD OF 
EXAMINING DISEASE 




36th Floor ^ 
1600 Market Street ^ 
Philadelphia.^A 19103 



Docket: 1514-(3|^ 



Dated: January 29^001 



Assistant Commissioner for Patents 
Washington, DC 20231 

Sir: 

Certificate of Mailing Under 37 CFR 1.8 
For 
Postcard 

Claim for Priority Under 35 U.S.C. §119 
Certified Copy of Japanese Appln. No. 2000-135043 

I hereby certify that this correspondence is being deposited with the United States 
Postal Service as First Class Mail in an envelope addressed to Assistant Commissioner for 
Patents, Washington, DC 2023 1, on the date appearing below. 

Name of Applicant, Assignee, Applicant's Attorney 
or Registered Representative: 

Schnader Harrison Segal & Lewis 
36th Floor 
1600 Market Street 
Philadelphia, PA 19103 
(215) 563-1810 

By: A i. g . UlOiA. 

Date: JqUv . 2.Q<^) 



9 



B ^ m 1^ n fT 

PATENT OFFICE 
JAPANESE GOVERNMENT 



This is to certify that the annexed is a true copy of the following s^lication as fited 
with this Office. 

tti m ^ B B 

Date of Application: 2000^ 80 

as ^ # -f- 

Application Number: 2000—135043 

th m A 

y^plicant (s): M 




. \ - 



s 



2000^ 8M 40 



Commissioner. 
Patent Office 



#91 

i 



1^ 


m 







ffiiE#-^ 2000-3061553 



#2000—135043 
06E00010-A 

#fFSS^ 3 0 1 <fc ^ t 

TO12^ 5^ 80 
A61B 5/00 

MMUI&m^m^^i] 6-33-11-103 

MMmiim^±m± 3-28-2 
mm 

000003159 

mj^iptp:^^ H ^pc^g^tBi 2 T a 2 # 1 # 

03-3245-5648 

005186 

21,000R 

1 

mm 1 

1 



1 



mfE# 2000-3061553 



#20 00—135043 

mm^] mmm 

7t4 \^^^^ \^-v$>^m^m 1 mm<D:^mo 

[M#^5] m&-t^^\^:t^ F^^#**^:4-tf^>f F^^#:i3J:tJf/c:rif;r>f 
F^^i*cT'feSlt#^4 sa«®*^c 

[0 0 0 1] 
[0 0 0 2] 

tis*^ fesacDi^^^j^m (Mi±a5©, m^m. Mmm. w^i^, iiii?«[7g«f. 



ffiIE# 2000-3061553 



#2 0 00—135043 

[0 0 0 3] 

*^-h:9■T'^i^5:V^^^A^#V^ C^^^^^, *M0J?*Q&A, p. 2 0, 1 9 9 7, 

iimriyj\y^-mti^'e^m(Dmmmiihxmm^tix^r^^iiii^mvf^n^o 

[0 0 0 4] 

, '9-::^x^>::^.P, zf^P^-y. zfUT-^-T-^. -ifUT.^ ^"yypy. ;rtr 
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^^®^3^^fg$:X=ir'fbbT*4?)ezii:*^'r^-5o RT-PCR^, ^^^*:IC 
[0 0 17] 

[0 0 18] 

^ti^(Dm&U^f3^^. i^*<Z)feS^MlC^V%T. ^•5#JCM-^<5:4-tf;f>f K 



ffi|E# 2000-3061553 

/ 



#2 000 — 135043 



[0 0 19] 

^fc, 6:tbf:^-r Ff^l*'ffi®3i>>?r^Ti;>^6>rtr;r-f F^^fls, t.r=.jty 
[0 0 2 0] 

yi-\fyt4 ]^i}m^l^X\i^^ nmm^tit^B^izMhX, Hl^^^9 8/2 3 2 9 
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T. K. Chuang, L. ¥u et al.; Biochem. Biophis. Res. Comm. ,216, 922-930 
il995)iZ^\,^^ miiZ^-t^mmm^m't^zf^^^-pMAl^ pMA2. p 

-& ^ J: t^if ipS D N A (Z) if >f X 5t b :t „ 
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pilAI 


5*-GGT-ACT-GGG-AAA-ACC-TGC-TGA-AGA-TCT-GTG-3' 


683-712 


pliA2 


5* -TGC-TGG-ACT-CCC-An-CAC-ATT-3' 


879-900 








pUA3 


5* -agt-ctg-gaah:gt-agt-ttc-tgg-3 ' 


931-951 


pHA4 


5'-GGT-CTC-TAG-TGT-TCT-GAC-GAA-TTC-GAG-TGG-3' 


1094-1123 



:/^-f-7-©€fJK SSi. gW&a H><0 Adenine €1 iUfct^W^^W -7-0!) 



(2) MV - :t\£yir>( \^ K^^if^-zf^^^C^-cD^m 

C. Gaveriaux, B. Kieffer et al.; FEBS Lett. ,369, 272-276 (1995), L.F. 
Chuang, L. Yu et al.; Biochem. Biophis. Res. Comm. ,209, 1003-1010 (1995) 
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pKAl 


5' -aaa-gtc--agg-gaa-gach;tc-gat-gtc-3' 


598-621 


pKBI 


5'-GAG-AGC-TCG-CGG-CGC-GTC-TAC-TTG-ATG-AAT- 
TCC-TGG-3' 


352-372 
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5' -6AA-TGG-GAT-TCA-GGC-TAC-TGT-TGG-3' 
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pKB2 


5' -GGA-AGC-ttG-AAT-TCG-GTA-AGC-AGG-ATC-CTG- 
AAC-TG-3' 


1088-1108 



a. Mmms^(Dmm 
mii-MmMmnLx. \ihfi^^i^^m9^mmm, (mu/cho) i3j;tjffc:N 

K^^»^^mmmm (Kappa/CHO $:S&^C«ev^f^SgL3t„ ^ 

-^MM^BSiiv ^m^^ - V CR 3 (D^x-mnm^hr^cHomm ((-)/c 

HO) $:f^^L3to JtSH«JllgttV>'rnt) 1 0% (v/v) 4^Ji&i^lfilM (Biol 
ogical Industries). ^M^^MCi^^^'^^^^a (a -MEM 
) (GIBCO, BRL) T'5%C02#^ET3 -e^#b:t„ 

ms 0%nyz7Vy V<Dmm%: ^m.^^) yWiUmWL(.-) (Phosphate 
Buffered S a 1 i n e : P B S (-)) iBH^mMm)) X—MMW 

-fe;!/^^ l^-A-^:Mv^T^#^^:l{>^^iaIA^L, pbs(-) mmm:. ^nm 

ifc (SOOOrpm, ©iRLfco 

c. Total RNACDttffi, R T - P C Rfei:?Jfiti(iD N ACD^^Bf 
#^<Z)*IBJ!§*^e>R-K i t (ft^^M) AGPC^lCj:UTo t a 1 
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RNASrttffiL, itfe^a$:ffo:feo 1 /i s total RNA^mMtL 

, 1 0 0 pmo 1 <z)^>^*Ay^>rv-, mm^ (rt) mms u p e r S c r 

iptII(GIBCO BRL)-e37t;, 2 ^^M/S 2 0 iit L 

) $-tirc DNA$:>f^^L^o *cDNA ($fe(Z)RTHf5^M l/ttL) 
T200>xM dNTP, 1. 25U AmpliTaq (Perkin Elm 

er) (l:l*eTaq start ^i$.(.C 1 o n e t e c h) ilHfS #S 
^^>fV-3 0 pmo 1 "ePCRSrfTo:^ (^KfSM^* 5 0 >Et L) „ :&^PCR 
izm.mhr^mmmt. Amp l ITa q^#©l Oxbuf f e r $:MV^fc„ * 

[0 0 2 6] 

^"TRT^jSlCifeltSMMRNAaCD^^g^Sr^fe. ^ttMR^M u /C H O ^ 
liK a p p a/CHO*^^T o t a 1 RN A^rttffiLRT - P C R$:fTofc„ 
PCR©^#lipMA l/pMA4, pKAl/pKA2CD::^^>fV-®M*t-^ 

t>-&T'ii, l^^-SiRiSg 5^-3 o^mXT--vy'!f^me 5^-3 01$^/ 

#M;S:iS7 2m' 3 Of3>^®-9->r ^;^iKlS&3 0-t?->r^^;i/-e, pMA2/pMA 
3. pKB 1/pKB 2®y^^V-®ffi*^-^t)^-e«, l^^ttMlS 9 5 ^ - 3 
0#K/T--y >i5^jRiS5 5S • 3 0#ra/#MiSf57 2ft • 3 0^m(D-^^ 
^;i/MlS$:3 0-9->f ^;i/-etf ofco E3 tC^-rjiy, V^•r^(Z)M^5l?=foDN A(Z) 

;iTt;A> K<Z)^iS^cBv^ttM*^o;fe:fe:^^), ^Mt o a 1 RNAMltM'mm^^ 

Mm. i-)XCHO(DRN A^mmH U^^tt^bDN ACDJt«©tt^«?)^ti:&*^ 
[0 0 2 7] 
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>r i/>x>>;r:7r y >, t5«'>r y ;i/:7^ >a) i:^tie>©^^^©^3KgM, 

hPTH, mWm.m.m'&mL.^') ^rM^U^o Jfiicf»^tr5!r>f K®ig5^l«HPe n 
insula L a b o r a t o r i e s tt® R I A :Slr »y S V^;fe:o t:^^^ 
>l±^3t^6. -fen h^>l±HP LC^, -f >^i5r hPTHttl RMA^, UWM 
iSSSSfittRI A^T'M^Lfco >y-MS¥i:LTttfiiS^Al 2 i&©5^4iJfilS:^ 

[0 0 2 8] 

*i^t3g^B#T'^*^<Z)^V^,## (n=l 9) . tfi^ft^*^<Z)^^m 
# (n= 8) , (n= 1 0) ©jfiirfi/SX> K;i/7>r > in^ 

m^'frn'mnn^ ^mt. jiric2 3, 2 8, 2 9 p g/mLT-S)*;, 

tffigBbfeo ^>r7;i/:7W'>A (/c^^^#l&l4i^R) a^iiM^^A® i 2 p 

g/mLlCjt^L/, 3g*fS#T'ttiBTbTV\:to /SX> F;i/^>f > : ^^>';i/7 
>f>Aifcli, M^^A. tfJ^S^*, ^M^^5^0B#©JlHlC, 2. 2 

, 2. 5, 2. 8, 3. 6 i:iilrtlb:fe:„ "T^it)-^, i8 ai> K;i/7 

«iJK^A3&e>r;flCjfil?g3g«fm#®5Klilfil$:mMlCTEDTA$gjfilL, 3 0 0 0 
rpm, 4t:, 54>^^vt>L, ibL^m^^m^t^. fcJ&W^^ P B S T'^ 
2 L, ^» 1 5 m L CD^tfc^tC Atlfe 4mLOSeparate-L ( 

MUTO Pure Chemicals Co. , Ltd) lC#*>lCfiMl^fe 
o -e®=^l 0 O 0 r pm~l 2 0 0 r pm, 20X;, 3 0 ~4 0 b, M 

lC)&ofe5|^lijfll#^MflS:$>® (PBMC) ^^mht:L. P BMCli P B S T' 2 [II 
m^t^m^l^-*)->ZfJVt.Vr=.o PBMC*^e)AGPC^lCj:oTTo t a 1 RN 
A^rffttfiL/, 1 At g total RNA^mMUV. RTiRfSSr^ZL^SiVN c D 
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pKA 1 i: p KA 2®^^>rv--fe^y hT\ PCR®^#li9 4S5:9'^®^|;fr 

8^ (a^^^) *^«54M (/c^^^) • 3 O^^/f^MMlSiTa^. 3 0 

[0 0 2 9] 

[^3] 





U > It 


U = K 


u < IC 


mmmA (n=io> 




2 096 


8 096 


^ I S a#(n=1 6) 


0« 


1 0 096 


096 




096 


1 0 096 


096 




096 


1 0 096 


096 



JilB (1) H (2) T% gE#®*it>^^? ^ >^^J:tJ^^r ^;i/¥-^*^M^^T' 
^^^V^^J5^lS:|^xSma>^)^e>4^fe®B#S:^^)f. Kyt\^>t>( Kf^I&^T'^S 1 
7-i/^n-:^Dbf;i/>i^;i/-3, i 4 /s - s^'ti Ko ^pe/- 4 , 5a-3i/K^^- 
6 /s - [N-;<^;i/- 3 - (3 -:7U;b) u;i/r^ F] ^;i/t:^ 

y^m^itJZf^Jl (lOitt g/b o d y) 1 S#^MICJ3 

o ^*LO^SS:^»'ffc-r5fctolCMV>feVA S (visual analogu 
e s c Bi I e z 0- 1 0 Omm(DW.^±XW^<Dm^^m&-t^a roj$:^ 
rioOj S:#x.e>4xS*A<7)!^*i:-r-5) 4i&®^^'fiiT% 
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[0 0 3 1] 
[0 0 3 2] 

[0®®®#:&mre] 

[01] t: h fi^^i^m.^^^pcRiz^i)mmi^t:Lii^<Dzf^>(^-(om^^ 

2: # e> ti S ifiPi D N A © -9- -f X $:^-t-o 
[03] ^iSMfigMMu/CHOifcliK a p p a /C H 0(Z)# y''^ >r "^--fe 
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[01] 

Human opioid-Mu receptor 



683 



879 

L 



951 



1123 



pMAl 
L_ 



pMA2 pMA3 
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Hmnan opioid-Kappa receptor 

352 598 



72bp 



985 



pMA4 
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441 bp 



1108 




pKA2 pKB2 



1 758bp 



J 388bp 
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